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JC18 Rec'd PCT/PTO Q 3 MY 2001 

DOCKET NO.: 206523US0PCT 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

IN RE APPLICATION OF: Kohki ISHIKAWA, et al. 
SERIAL NO.: NEW U.S. PCT APPLICATION 
FILED: HEREWITH 

INTERNATIONAL APPLICATION NO.: PCT/JP00/05973 

INTERNATIONAL FILING DATE: September 1, 2000 

FOR: MUTANT NUCLEOSIDE-5'-PHOSPHATE PRODUCING ENZYMES 

REQUEST FOR PRIORITY UNDER 35 U.S.C. 119 
AND THE INTERNATIONAL CONVENTION 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

In the matter of the above-identified application for patent, notice is hereby given that 
the applicant claims as priority: 

COUNTRY APPLICATION NO DAY/MONTH/YEAR 

Japan 11/249545 03 September 1999 

Certified copies of the corresponding Convention application(s) were submitted to the 
International Bureau in PCT Application No. PCT/JP00/05973. Receipt of the certified 
copy(s) by the International Bureau in a timely manner under PCT Rule 17.1(a) has been 
acknowledged as evidenced by the attached PCT/EB/304. 

Respectfully submitted, 

OBLON, SPIVAK, McCLELLAND, 

MAIER & NEUSTADT, P.C. 
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#¥11-249 545 ^ 

mm&i mmm 

mm<D&m urnm* v k- 5 * - y ym&mwm 

m&m 1 ] y. z u**/ k- 5 ' - y >»^«a*fcfe v^t> Lys^s 1 
^fSffiS-^/Xtt^^^r^-if^liSrWrs^©^^ lx>*-$/ F- 5' -y 

1/*$/ K- 5' - y >^jg|g^lSlJiL7t»#^lia^<Z)^MM5i^ l/*S/ K- 

5' — y>»^»*. 

-0*>h£Lfc£^C, :nS/ x. y t7 • #3i&5f»l43ft;*:7 7#-if0) 

3RT?, li/i'Jt? • zT^v i!iMtt^^77 #-if<JD3 7£7G«ji£:©y^ 
-f>*>h&M/<y5=-r >^lc«k yff ofc^^lc. :n*/a:y • zfrv* ^ 
ft^ttjftX:7 7#-if(Z>y^ >>^B2#I©7 2#gK*f-jCS^S^*#, ftlfflT^ 

[ff:£jg6] ii/i'jH7- ^xfiSfemtt^^y^-ifCDT^ >> 
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2>mE> 1 0 Aj£*falC&£^S) : 1 6, 6 7-7 6, 7 8-7 9, 96, 99-1 
0 0, 1 0 2- 1 04, 1 0 6- 1 0 8, 1 4 9-1 54, 1 5 7, 1 7 9, 1 
8 3©4>fc<£=&— O^MlC^fttf^CTV^^MM** K~ 5* -U 



>f h fcbfcil^tC, xi/i'Jtr • ^ v $x.m&m&fc* 7 7 # -if© 

r7 2^e)l OAgrttCfe^l) : 1 6, 67-7 6, 78-7 9, 9 6, 9 
9-100, 102-104, 106-108, 149-154, 157, 1 7 

9, 1 8 3 ic#j$-r&4>&< t.%--D<D&nizmti$£.vx^z> : mMMx ? 

X-m&ftXZtT *-H<DSer7 2 2>mE> 1 0 A#ftlC&£^) : 16, 67-7 
6, 78-79, 96, 99-10 0, 102-1 0 4, 106-108, 14 
9-154, 157, 179, 1 8 3 lC*h&-r&4>& < H fc— 3©ffc*JCSHfc# 

ti*it#:#3i**&«[JfeSnfe, «**©«H£»fo &tf/Xtt^*ifr 6> 1 0 AS* 

ftic&ST^V^^fc, ttil, i&im, BlBfcS: J: y, s k- 

9 f— 5 ' - y >tt^jSM®!S3e^r%. 

J&^£&M bT, "7 T # -if Xtt y >Bft3£ti&B3R<Z)|&«jH&g3&'r 
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=y v Z m&m&-fc x 7 t # - €©^I„ 

ift®13] ^MM$i^P2 1 2 1 2 1 S:ftS, X */ a: U l; 7 • 

1 6 J 1 4 lCiB«©»^£^tfjffig!;>t DNA„ 

7] f*#£l 5JCgE«©Jfi«|jtDNAt:«^e«^* c 

z.iL^mn^^^z vac*/?- 5* -u>m©^jt^o 

[0 0 0 1] 

-5' -U>i4iii, S:tK^©^ig^lCg9-r-5o _LiBL 
fc^©§g^C;£m&Mil§!lc§8-r£o 3Slc*f§^^ i^S/ K- 5' -u 
>»©JJI5t*SsK:MU *fe*<0»3i*acJC*M<fc, l&IB<0*l^!**«:n-K 
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[0 0 0 2] 

JLVX/Xi/ F££fl:^ftK: U ^itbT* * l/**/ F~ 5 ' - y 

FMiwcsKyy^ifc c*^) > 7x-ji/y &tf:*j;w<u;i/y 

f-5' -y <£ja«#sfe#w«3*iT^s (W7-231 

7 9 3#) „ 

aiS/aiy tlT • "f^.V 9^- (Escherichia blattae) ft 9 

• j e;i/^— (Morganel la morgan ii) J: y BMfcafc;*? 7 * — — Fi'SS'G 

U a^X^»Kl«ate^S:3:S/xyiiT.- nn^iMtSit 

icfcy 2* i/* 2/ K- 5' -y >ift©£Kffi#35cfaJ£^s~ fctfttSSftfc. 

• *iffi*8tt*^7r?-* (JSAT. EB-APilB&IB-t^) 

^/l/tf*^ • ^/I/jtf— , t^^^ -f 7-f A'J^i* (Salmonella t 
yphi murium) , if ^^E^X ■ tf V X (Zymomonas mobilis) fi5fe^M£iftX:7 

1) KXXXXXXRP, 2) PSGH, 3) SRXXXXXHXXXDtf) 3 F* -f >2>^ & 

»M£jfc:*:7r*— I? (02) y' 
tCfcV^Ttt, 5t^l/*S/F-5* -y >K&>1^ l/*2/FJC^#1"**^7T* 

-i?*Stt#«m?*».K *K3ftfcS* i/**/ F- 5' -y>II#dfr#3*iTb 



ffi|E4# 2000-3087544 



# 



#3*1 1—24 9 54 5 



&nt=. (#^8- 5 3 5 5 6 8#) . 

_LIH©3ie/aiy • ^7 ^ X fi^Ilt^^ 7 7 ^ - € (=G7 4 D 
/I 1 5 3 T^Mi^I) tt, • WlM»77^f-f ( 

MM— A P) (Dttfo-? SG 72D/I151 T^gg^ J: »J y >^1SS^'fe 

&Vf=. 1 O^^giJlL 6 3 Q/A 6 5 Q/E 6 6 A/N 6 9 D/S 7 1 A/S 7 
2 A/G 7 4 D/T 13 5 K/E 13 6 D/ 115 3 T^MMii #IC 
1 0^«gg|^ME B - A P £|EM) fcfc, G72D/I151 THIMM- 
APiSi^CD 'J >ii^?Stt?:#SI (#HI¥9- 16 16 

7 4f) „ 

[0 0 0 3] 

mm xm®: u j: e> t -r s mh 

EB-AP) 0G7 4D/I15 3TfMif$I^, HKfcfclOJgMi^ 
MMW^jfte^Sraij/aiy b:T • n V T**m9m'?& 3 ii{C«fc y F — 

5' -y >m 3 (#H¥8-5 3 5 5 6 8#, #H§¥ 

9- 1 6 1 6 74#) JSlC^ttCDf&lJlL^M^EB-AP^M^nSo 

E B-AP©3&7n«i£lC^5^T. ^SEB-APS:|gtt5 3 
illCi:y, I'tf-S/ K- 5' -y >^Mtt©3S^S|qlJbS:SSz:i:$r^Mi: 

[0 0 0 4] 

[M * MR? Z> & ©#a] 

(1) 5t*l/tf-5/F-5' -y ZsW.$LWmmz$5^X. Lys^mi-D. Arg^ 
120, His$£S2-otf#:£U Zltl £>(DC a f^]&g|#S 1 lC3t-rfgfflftJC& »J 

^t?/Xtt^^^T^-^?SttS:^-rS^<Z)5?^ K— 5' -y 
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( 2 ) EB-AP CD£±H £ X*ft|£MH§0HFf b T # h ft 5 I^Sif- * iZ 
SZli:lcj:y5i^l/^-t/K-5* -y>»£gtB#fa_tbfc (1) 3Ci3*<3»H 

(3) eb- ap ;mmm<D 7 2m BvmmxK {&<dt$ smTWim 

■Zftt=.mmM*2 5' -y>»^M*. 

mm<oi 2.mgizttm?&mm*m<DT$jmT*mmzftr=.m.mmx>ri'*$' k 
-5' -y 

(5) y >93S«^ttfttf/Xtt*^77*-fffittfef niSR'Cv E 
B-APCD3#C^#3t£©y^>f h£ h l/y^-r (Threading) j£ ( 

Jtfc^sa^a&M-rs^j*) ic<fc*mofc£^ic, EB-AP©y^;i 

K-5' -U>tftli5l. 

(6) E B-AP0r^ >>»SiW©JKT©ffcfi(E B-AP(Z>Ser7 2**& 1 
0 AJKftlC&S^g) : 1 6, 6 7-7 6, 7 8- 7 9, 9 6, 9 9- 1 0 0, 
102-104, 106-10 8, 149-154, 157, 179, 1 8 3© 

(7) y >MfcS««Stt3fc0f/Xtt*^7T*-'tf?gttS:*"r*«ljR-e, E 

B-APt©7^ jmmnr^^y^y hzhfct&iz^ e b -ap©7^ jm 

S2#[CZ>JBAT©&fi (EB-AP©Ser7 2**& 1 0 Aj£*|^C&£^S) : 1 6, 
6 7-7 6, 7 8-7 9, 96, 99-100, 102-104, 106-10 
8, 149-154, 15 7, 179, 1 8 3 K.M < £ 0<2&g 

tc^b*^DTv>s^MM5?^ i/* 2/ k-5* - y >m&m&mo 

6 tt5IE# 2000-3087544 
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(8) v>m^m® xitt* -? rz-nm&zm-tzmm'v. e 

B - AP <D 3&7£#ii£©T^ >f > ;* > h £ hU^f^f >y&lCj; ytf-ofcfcS 
IC, E B-APCDT^ J$&W£M<D&>~f<Z>&M ( E B — A P (£>Ser 7 2^?> 1 OA 
J£AP>glC&S$M) : 1 6, 6 7- 7 6, 7 8-7 9, 9 6, 9 9.- 1 0 0, 1 0 
2-1 04, 1 0 6-1 0 8, 149-1 54, 157, 179, 183 tC*£jS 

[0 0 0 5] 

(9) 'J >t»ffiffiWX^^77 ^-f ?SfiS:tt5iI, &5 

mm. mm. m^sr-Ter^ic^y, ^ua-s/F-s* -y>si 
£.mm # \fi± b t^MS^i & ssat -r srt^fcts * * u * 2/ f - 
5* - u >**s»*©»3i*«6. 

(10) aiS/aiy fc7 • ^5 y * xfi*IMt*X7 7 * - ^©tllffSft 

m lt, ^ 7 * - «« y >mm&&wm<Dm.wMitmm'?2>j3mo 

[0 0 0 6] 

(11) y >»3l«^«5tt3trf/X»*^7T*—tf?Stt€:^'rs»*. & 

(12) A^S^CD^im^P 6 3 2 2 Sr^i-S, EB-AP©*£Ho 

(13) *f*fi*©SISI»P2 1 2 1 2 1 S:^'r6, EB-AP G74D/ 
I 1 5 3T^MSiiffligS„ 

(14) H#©3R©2£ra#iP 3 j2 1 EB-APt'E'J^i 

[0 0 0 7] 

(15) (i) - (8) «cDv^-rti*M«caa«©»*«:3-K'r*»e : ?' 

o 

(16) (1 5) 3SCffltf©*e^&*tflfiiM.DNA. 
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(17) (i 6) Tgizmm&mmz-DNAz&m-tzwL&mo 

[0 0 0 8] 

(is) (i) ~ (8) Tgo^-fnfrimxLmmo&m* xittn^m-t 

(17) TgK.mM<D$k£.®*:* X#ls**/FMTfKVym& 

tftnt-tZX* I'Ttis F- 5' - U l'WLOWk-l5&i» — 

[0 0 0 9] 

*$m\*. E B-AP©3r>C5c#itS:«lC, S Ft©*^**^"? 1 /!' 
[0 0 10] 

[^w©n^©^] 
(3) *g^«jgg?*fS:ff e>&c&, tm^f^-^^jnx.r, mBfit$s#&siicfc 
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eb-ap^ v mm<Dm&m<Dftfommtf*$aT*&z>friib, mm^-mmnmm 

ffimtfT-*^<Dm^zmmLT&mmm*m&xmx*&£ 0 ^meb-ap 
mm%. znzm^fcft+nmmc&v&feT'gz. summit. 

G 7 4 D/ 115 3 T^MSE B -APlCO^Tte, 2 >rffi<DT^ /WtMmz 

fcWEB-AP, -r^*>t»SlS*ra^lC^L/fe^ 5?* 5' - 

y>»K1.3£ift3*lS. E B-AP©MJStm#tt*^£&<Z>T% ^0>fi3££fiE;t 

[0 Oil] 

(4) ny\Za--Z->r^7 4 y *X (CG) _tT% fijS*'l«flcT^n ^CD 
a&TcflBiJCfcWS^y '^>»*g^ffi«SISK:, -eo#iE©ffi»lC5?^ l^^i/ 

A«MS Itt (T^y^j) ©QUANTA, INSIGHT IlO^^^n ^ A fc^M^ 
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^£#©##X.£>*l£„ G 7 4 D/I 15 3 T^SEB-APC^U 

mmw9. i3tc#ag^^Lfe 0 

(6) PCRSSlCfcy, ^MME B-APSrn- Ki-sa^Sr-^tf^^X 
^ KS:f^ig^-So ^^X^ F&^S/aiy t7 - n y (Escherichia coli) JM1 
0 9 1C#AU ^SEB-AP^I$itS. IMSE B-APGD-f / 

-5' -u>m©^i£*tt> #^icKmffiic^#-r§i:#A.e>ttSo trnu>^ 

^EB-APi:sisu v >WM*yi)mm>is. y^i^EB-APtMie 

f- 5' -y >»««EB-AP*»e>itjRt-«. (v>m&mM 

MJS) o fcfny^mtt*? i/^F-5' -y >ifc£j8jcis;83ftfc£fcK:&* 

* 1/^-2/ KOE B-APlC#-rsa^fftt^-h#i-tl«> i-fc*>*>, KmMT 

y>MS*#ffitt#*#tt£3^<5 0, n, l 3 fcftlff 

(7) KmWTU A^'J >ii^ffift^±#Ufe|gMIE B - A P 
jSte^fc^tf^;*^ KStAbitxS/i'Jtr • nyjMl 0 9 £JSV^, 4 J 
*syfr%5' -4 J i/>M*£.m-?Z>m%l*:ft 3c 3 0 TCT?4 5 B#|^HJ&£?T^ 
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[0 0 12] 

E B-AP»%, E B - A P £mm<Dffi&BtiLX.Zf5t. 7 K#*£"&L 

tzx'i-xz&^&m'V&tut. jt-v 5' - y >^0D^Mtc5pM"e 

, *tiz$mw£&mM&mmmT*mm2ftT^te<T\zrj:z*^ 0 eb-ap 

KfcV^W:, Lysl 1 5, Argl 2 2, Hisl 5 0, Argl 8 3, Hisl 8 9 tftStt 
ttf"SffiT*$>Z> 0 *mmiZf5^Tit. SF£M> G74D/I153Tm, fiL 

M^lAci^ifc^f,, flttS&lttJ: y 1 AJgvxSEl* TPS) J6* 

_t, MjEHJ: y 1 A^v^lB (* l , -fcUBD JBAT"e$>ti«, ^»e>tiStSttS 

■5H^l/5TS/K€:y>Kfl;bT, 3* -y >»JC3E*-r4&K:tt. 

_b§B© 5 jS«^6«*tgtt«Mfcewctt^^T?, 5? * F#a«!Jfcffc*K: 

3) : aSfsfbfcJR^Jffie&a^-rBIl 0~H4 5fefflV^T, n^hfa.-* 9^-7 A 
V9 7» (CG) Jn?^^-e^<5o ] ZLOftft. Leul 6, Ser7 2, Glul0 4. H 
isl 8 9©4»*JCJ:oTH**lSX<*-;*£LT«j£3Jri5. ^ttMSrfb 

-5' -y urtt^ssre**. 

[0 0 13] 
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G74D/I153T 

Z&C 193. Tftl 




TIE 


-hlS 


LysllS 


AiglZZ 


11. 6A 


11. DA 


11. 4A 


in a A 
lU. 4 A 


19 A A 
1Z. OA 




HISloU 




19 7 A 
1 L. OA 


1 9 ft A 
i £• OA 


11 ^ A 

11. OA 


1 ? J? A 


















Argl83 


1 U M X " "" 

16. 4A 


lo. oA 


19. DA 


14. DA 


If. 4 A 




H1S189 


to A 

12. 6A 


12. 1 A 


11 7 A 
11. I A 


in 7 A 

1U. lA 


17 A A 
10- OA 


Argizz 


UISIoU 


1 Q 9 A 
15. LA 


1 4 c A 
1 o. OA 


i A 9 A 


19 9 A 


1 5 9 A 




Argl83 


10. 4 A 


10. 5A 


10. 8 A 


9. 4 A 


11. 8A 




Hisl89 


5.6A 


5.5A 


5. 7 A 


4. 5 A 


6. 7 A 


Hisl50 


Argl83 


8. 4 A 


8. 8 A 


7. 7 A 


6. 7 A 


9. 8A 




Hisl89 


9.8A 


10. OA 


10. OA 


8. 8 A 


11. OA 


Argl83 


Hisl89 


5.5 A 


5. 8 A 


5. 7 A 


4. 5 A 


6. 8A 



[0 0 14] 

*ftWi*. Ser7 2(Dm<DT$ JM^<Dn&. #*b<«:Phe, Tyr, Trp 
mn^^tmTK JWt, Val, He, Leu^Oi^^T ^ J Wi> Glu, As P ^(D^|4y 

^tiicitix.T. K- 5' -y >^£jgtg£ftJt£i±sr£#mK:£^i 

£*lTV*£G 7 4 D h I 1 5 3 T© 2^M£J6b£: 3^^ffg|^MME B -A P 

, g^#K£v>Tgm#£CfcEB-AP£|i?c^ili:7y s V-izmirzf&om 
14* ^ 7 r # - if 5: 5 Zl £ fe^f £ „ 

[0 0 15] 

M-rsziii^nrig'e^Sc fceu EB-AP0r^;»3sas#, mam®.** 

EB-AP0S r7 2tt, MM- A P ICfc V>T ttAla 7 0 tC^NS^T 2o©Mft 
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&m&>-t"e$> tl&T$ JWMnm±<Dr i 5>(y*y V (Sequence Alignment) % 
2 0 %5g£gJ£ATT*£>*US 3 r^jc^jt t T $ J WM&WT^J > * > h (Threadin 
g) lz£VWWtZ> 0 

fu#&BLAST^ ^#&INSIGHT II^©^n if^ AlC<fc U *fr#»ftBT*&S. 

BLAST £fflV>fc. EB-APti>fn;t^^--7^DWX (Enterobacte 
r aerogenes) &3fej£#_fr 7 T * — g (EA-AP) g)7 ^ ^ jfelB#l7 ^>f >;* 
> h&^JSMl 4lC^bfco 

BLASTS FTPfc^oT. ncbi. nlm.nih.gov J: y /blast/ executablelC#:£"r 

o 

Slf£i£lC:pV^T&, http : //genome, nhgri. nih. gov/blastal 1 /blast i 
nstalUC#lffl^fS^StlTV>e o 
[0 0 16] 

i*±Mm\zWLW^tc&^\z^ ^^lx^i/F-5' -y >m£«tgfr-ttiu 

T*-i?$gtt<Z>»1W, fiLt* 2IpH©S/7K ^JCJ:oT%3*«S 

*176. 

[0 0 17] 

#9lcfiRj£3ftfcv> D 
[0 0 18] 
IliJfcM 1 EB-AP©»ift 

AP («JSl0mg/ml) >^hU»7A©2 0mMi«i(pH8 

. 0)£, 45 (w/v%) ©3Ky^^l/>^U n-;i/4 0 0 £-£tf b y 

©io o mMmmm$:mM.-f-o (#* 7~i o^d, s/y n^if^s/a^L* 

fe^A-^^X_hiz^TM-n-b, 4 5 (w/v%) ©3Ky x*-l/>$ry a -/I/ 4 
0 0 h y ;*i£&<Z> 1 0 0mMiii$5 OO^tl fciifc bfc ^^I/ (well) 
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&&tfffimv. imfflfrio2mmmztewfe~*!mte*im-z (o. 3x0. 3x1 

. 2 mmgl) (Z)^tt^©^lC^bfe 0 XHE^-^^Ol^lCtt. 5 0 ( 
w/v%) ©atf y I?- l/>£Ty 3-/1/4 0 0 £-£tf b U 1 O .OmMif 

t(pH8. 0)izm&Z®Vfc o 

(I*) U ^^<Z)X^m^gR-AXIS IIc&MV^, Xi&gtII#r5=-* SriRlfeU 
jj£||^|ftA^*-#-&^Lfe 0 ^^iiP 6 3 2 2. a = b = 

12 4. 4 A, c = 9 7. 7 A^ofe. #*fl8?#^{C^*2 5 0 0 OW? 

[0 0 19] 

^Jli2 G74D/I15 3T^EB-AP(iD^ift 

^^^r^^Knvy^T-CD^&Sc^flJMbT^^fcSr^ofeo G74D/I 
15 3 T^MM^iH Ca-S 20mg/ml) £^tf h U X&^© 2 0 mM||* 
(pH8. 0)£, 38 (w/v%) ly>^Un-^4 0 0 Sr^tf h U 

^tl|(Z)2 0mMiiS![SgIfo (#*5/ilK '>y 3f >f €>f S/g>bfe 
^ A-^^^JiJC^TM^-L, 38 (w/ v%) ©3j<U3i^l/>yu 3-/I/4 0 
0 h y 2 0mMiM5 0 0 a 1 bfe^-aiA/©_tJcai#»[ 

i^yr^i^c^-e, 2 0ici:Tif Lfe. 2, 3 H«ci§6#*fflji, 
, iara*jcti»je»riB3a5*iia (0. 7x0. 4x0. 2 mmg© 

SCJfcJfcbfc- XMT-2Wfe<DffilC1 l Z^ 5 0 (w/v%) ©jKUai^l/>^y 
3-/1/4 0 0 &-£tf h y ^M© 1 0 0mMi|iI(pH8. 0)lCjji£|&£^L£: 



ffil£*f$ 2000-3087544 



\ 11—249545 

£km&3rt^*-*-*8;feLt=.o ^^«P2 1 2 1 2 r »?g»tta = 13 8 
. OA. b=168. 3A, c = 5 8. 2 A 1 4 o fe„ ^*fSf &C^t 1 5 
0 0 0 0©6iM?^-o^fc^tSt, ^OM^$«6 4%t-6: 

So 

[00 2 0] : 

fTofco (IllOmg/ml) >tt h 'J 9A®2 

0 mMiii ( p H 8 . 0)£, 40 (w/v%) ©^'Jxf U>^U 3-;i/4 0 
0. 1 mMOD^E U zfy^ym^ h U tfA&^t? h UxSi© 10 0 mMiffii 

^Hifo 0&*15*tl) 4 0 (w/v%) ©#!)lf l/>yja-^/4 
0 0 h V X&M<Z> 1 0 0mMifI(pH8. 0)50 0/»l Sr^fcUfe^ 

ni;i/lc^gbfc^U y S*©«#K:»T»-&U 2 0X:iCT#gbfe o 2 — 3 B|& 
K*gH#;&TffiU i»?> 2Ml^mickMR!l5fe«rfg&:*:££ (0. 3X0. 3X 

0. 3min®M) CD^^CD^^lC^bfeo Xif- # M)t©|g5lC&> 5 0 (w 
/v%) (^/K Us:*- U>^U =i-;i/4 0 0 Sr-g-tf h UXM© 1 O OmMM 
( P H8. 0){C^SS:#bfec 

(^)U#*<Z>Xi&gtIl#f ^SB-AXIS IIcfcM^T. X^EItf^- # fciRJftU .*£ 
M*tt/^*-*-€:fc£Lfc. ^WPS^l, «^S8tta = b = 86 
. 6A, c = 2 0 5. 3 At^ofeo &^^12 5 0 0 Offi^ya- 

[0 0 2 1] 

mmm* jf^ie b-a p®isiiiji«f 

fcv>T&, xm<DmMiz£2>#*-i?i)misfr^fc<z>r*. -1 7 3nciitj£i$£p 

m&(DX >? V > f Srfro fe. MM^-Sl^tt^H©®^- # tt U # * R-AXIS 
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iic&J8v\T#fc. t4 rf^- * i:©l7- y x@j: y % K 2 PtCl 4 #A 
#ftSJK^raS*§6&^;t*£i:&jiffiLfc. ^n^iRSP S &fflv**£fc 

tcty, k 2 p t c 1 4 ©i-0^7f t^asfi©ffig?:#«!)fe, zLommz? 

fcffiv^ 2ogffllI?iifit:KHg I 4 ~ K I © 5 #ffi©*««-&»fife*«> 
fc« K^PtCl 4 v KH g I 4 -K Iffib 2 -g-£MLPHARE£ffi^ 

^s/^&ffv*, -eatfafcBfc&Lfco *>ft#ic, k 2 p t c i 4 icov%T«M##i&: 

ANTAfeffiMTflKBU ^n^5i*X-PLORfcMv^T«3i»#ftS:fTofe. N 

^©6^», 1 3 5-1 3 6#@0il, C5K© l^tt«^MA^IiM$4x-r 
, «^£-^lftK:&5£^£ftfrofco 1. 9 A#»«T*»8MfcS*lfc«tt^5=^ 
(@4~06) li, ^2 3 1J|i*2 2 2ii, 23 6<@©7K3^, 1 

fey, »tt*4>©y >*sB-&asfii»c— ifct5t)©i:^e>n5. 8~i. 9A^ 
mm<DR9i*m^*im&&mmnmm* (rh?) «2i. 5%£fto£ 0 w 

©fiftH^tt, gfitS?lcov^2 6A 2 , *^{cov\t4 5A 2 i:&ofe 0 
[0 0 2 2] 

ft*, @4te, EB-AP06i^f©^«I^tCG!|it$5 o a 
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# 
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£ ^-JV^JV-Vm^: V fee 
0 6lt EB-APCD^gP&^£j*-t0"C&5o *>£^b 



Si o it. 


E B 




APCD* 


m 




z 


(1 ) 


$T7TC^01?*>So 


01 1 tt v 


E B 




A PCD* 






z 


(2) 


&2r?-r0"X?*>& o 


01 213:. 


F. R 




A PmM&(T>$£M,*£^- 


z 


(3) 


$ra%^0T?*>S„ 


0 1 3 it. 


E B 




AP0| 




z 


(4) 




S14tt, 


E B 








z 


(5) 




01 5 tt. 


E B 




A PCD* 






z 


(6) 


£j*-r0T?£>5„ 


01 6 it. 


E B 




A PCD* 






z 


(7) 




01 7 te. 


E B 




A P CD* 


tSgCD^H^tr- 


Z 


(8) 




01 8fcfc, 


E B 




A P CD* 


M 




z 


(9) 




01 9 it. 


EB 




A P CD* 






z 


(1 o 


) ^t0t»^5„ 


@2 0«, 


E B 








z 


(1 1 


) SraV^-e&So 


02 1tt, 


E B 




A P CD* 






z 


(1 2 


) ^tat'^s. 


H2 2it 


EB 




A P CD* 






z 


(13 


) &3vr0-e&£o 


02 3tt, 


E B 




A P CD* 


m 


rCD&fJI^- 


z 


(14 




0 2 4 fct. 


E B 




A P CD* 






z 


(15 


) S:^t@t-feS„ 


0 2 5 t*. 


E B 




A P CD* 




rCD&Sil^- 


z 


(1 6 


) s^tatfes. 


02 6tt, 


E B 




A PCD* 


m 




z 


(1 7 


) 


0 2 7 tt. 


E B 




A P CD* 


m 




z 


(1 8 


) 


0 2 8 it. 


E B 




A P CD* 




rCD^H^- 


z 


(1 9 


) £^-3"0"£&&o 


0 2 9 it. 


E B 




A P CD* 


m 




z 


(2 0 


) Sr^t-0"e*)-5o 


MS Oit. 


E B 




A PCD* 






z 


(2 1 


) S:zRt0T*feS. 


03 1 


E B 






z 


(2 2 


) £at-r0-e&£ o 


0 3 2 fcfc. 


EB 




APCD* 


m 




z 


(2 3 


) ^tati)5 0 


0 3 3 it. 


E B 




A PCD* 


m 




z 


(2 4 


) S:^i-0-e*)So 


0 3 4 tt. 


E B 




A PCD* 


m 




z 


(2 5 


) S:mt-0"e*>So 


0 3 5 it. 


E B 




A PCD* 


m 




z 


(2 6 


) &^t"0T?&<5o 
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03 6H EB-AP0fI©|g^f-^ (2 7) £jjt"3-0^&£ o 
03 7tt. EB-AP©#5t©^^^-^ (2 8) £aVr®"T?&& 0 
g3 8it EB-AP0ij|©^fT-f (2 9) fcaVTS-efeSo 

03 9tt, EB-APOilO^r-f (3 0) $rat*T0-efeSo 
@4 0tt, E B - A P <DMm.<Dffi&^- * (3 1) &CT?*BPe&*. 

~ @4 lit E B - A P <DW kQ>1& 8 i & J F- » (3 2) 

04 2{i, E B - A P ©HJiCDjgS^- # (3 3) ^tSt$»S„ 
04 3WU E B - A P ©fcjfiCDfgfi^- # (3 4) S^WSS. 
®4 4l±, E B — A P 0iI®lnSff - # (3 5) *m-?mV&Z> 0 
®4 5J±, EB-AP0fl©^f-^ (3 6) SraVrmffe^,, 

[0 0 2 3] 

5 ^4ME B-APt5'-^; iy>m<DU^^.^)\y<Dmm 

■4 J i/XDE B - APlC^f^-SKnHfitel 0 0 mM^S^ilj!)^, 
ISSM £ & Zittem SrBP&ffl E B - A P CD^IIlC y - 3f > ^ b X^0*f 5 s 

;^/>ifcEB-AP©^TOII (V^5, Ky*>^:*#5 i -f ) &*T 
G7 4DMI 1 5 3 T©^M#5'->fV^>&<Z>EB -APICES 

i 5 afr&^fcv^^sfcig^t-sfcWWTU 5 f ->f 

fc, 5' — f 7 t E B - A P &f ^tSg^e 

S^Kl^ofr&J&iV^^tcLfc. -3 UTfl^Ufc^/l/JCfcV^T, I153# 

2' yn^^AGRASP&MVATEB-AP 



1 8 
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#^2 i 1 — 249545 

[0 0 2 4] 

mmM6 G74D/I l 5 3T^MSEB-AP0^ii«?f 

G74D/I153 T^iEB-APIl jftx 7 7 # -1f^tttC*f-r £ U > 

it. ztUlri/Fb: ©»*ttttfaJt ©3^«M*#*iS £ *i 5 £ l, 

o 

m^JlUlsX. ^ , D^^Aamo^eS:MV^T^eg|S^C4: y#«f&fxo*:. rot 
ation searcMcfc^Tfcfcl 0 ~ 3 A^flMB©^- # translation searches 

ftlT^„ ^S:m#4:bT»«ftS:ffofci:i5, R0?tt3 7. 3% 
iC-fSTLfco 3©^, QUANTA SrJBV^ 4^ :7-T ^ ^ X Jft?0Q^^iEi:X-PLORS: 
■fflV*fc*3e»«ft&*»;igLf?VV 10-2. 4 A#8?fBlCfcV>T. RH?19 

^16«5 fcH«©*j56T?. 5'->fyi/>^i:G 7 4 D/I 15 3 TIEMSE B 
74 D/I 1 5 3TgCMMEB-AP©^^^<^oTV>S^i:^ M^H^ 



1 9 



mi£#2 000-30 8 7544 



4#¥ 1 1 — 24954 5^ 

[0 0 2 5] 

HI6$I7 gF^ME B-AP fc^U ^^^iK^^-^ft (fcfctPffli&Tj-Utf) 

£*U y>«i6ttiSttSaS©Hisl 8 9 .d©3RJ»©»* 

ft^-tfcfc t pmfaHtif&o fiLmrVffl&\*&^fr^ 7k$>2>W$TJUn™MZ£Z> 

:7r*-i?ratt#*8**3*i*-fcfcfcy* r;i/n-;i/#7#y*-f*u*y 

-e&y, *©«3i&x»jieft#»*«fK:j:yftSt-*ri:tt^BrtB'e*)*. b** 
u y >»©^toy ic^y -f^ym-mx*! 8 9tc#^*g-£bfc*>a> . csjs^w 

iLhfro rotation searchlCfcVNTte 1 0 — 3 A^filfgtf)^- # translation 
searcHC^VNTttl 0 — 4 AiHltl©-?-* &JBV*fc. ^fcfctC* lEfl? 

te4 2. 4%lC©Tbfeo £©tk QUANTA & JBVa fe ^57>f y ? :*_h*e0)fltiil$ 
iEtX-P LOR^fflVNfcfil^W^bSri^yjgl/fi 1 ^ 8-2. 4 A#8¥fglC;J5 

[0 0 2 6] 



2 0 
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nyyZa.-Z'f 1 ?? 4 y*X_t, QUANTA S:MVNT> b 

(@3) „ ^y^vam-t©** vymzn^mz-ta w&me 

B-APt 5* ->f /^^©^^S^^WCfettS 5'-- f / I/' 
[0 0 2 7] 

#*B*fl&tCl^£oTV^G 7 4 D/I 1 5 3T^SEB-APCD'J>iii# 
?frf$£3€lCig I^MEB-APOS 72F,S72Y,S7 2W,S 

7 2V, S7 2E,S7 2DfM^itSZ:i:tbfc 0 Z3>hn-;i/ 
tl/T, S7 2A,S7 2N,S7 2H^^it5::ti:tfe. l3fc*iC. 

z.frt>2m<?>mmmz. zft,mn.wmmME&-A?}it£z> B 

[0 0 2 8] 

mgMi o ser7 2%m<D9mm<DT$ ;m^mmvf~3mmnm$EmiME 

B - AP©f£§g 

Xi/aiU tlT • nUJMl 0 9 t'Mt 5 fefe® 9 1I©IMS E B - A P 5i 



ffilE4$ 2000-3087544 



1 1-24954 5^ 
^•rSfcfelC, G74D/I153 T^MMEB-APa^Sr^tf^^^^ K 

pepi 3 4 p cR^m^^m^m^mf^^m^m<ommnvxmmht^ 

o 

pEPI 3 4 Ott, KpEPI 3 0 5tCG7 4D/I 1 5 3T©^ 

in;t£^;*^ Ft'fes. zmej^^^^ Kpepi3 o 5S.t?pEPi3 4 

-0-<&& «Bfl[&> tfrffflT 10-201481 -^^(Om^-^ (0143) (Dm 
12KWmznT^2>a KpEPI 3 0 5 §rX>>aiU K7 • 3UJM1 

0 g lc^S-&fct5fcli. AJ1 3 1 4 4 £i$r&£*U *iiS^#Xm&fl5Bc£i*rX 
^X^ISW^miCFERM B P- 5 4 2 3 ilbTffll^Wlt^tlTVNS C_hSH 
4kffl4k$&<D&&&^ (0 10 5) ~ (0 110) <Z>1B«#0J o 

Wtgk&*h5*i?-y (Stratagene) ft (T^Uft) © T 9 4 v 9*-x.t/&& 
&!$^fflg£j$$£.lgM$& : *r V V (Quickchange Site-Directed Mutagenesis Kit) 

V- (07) &ffiv>T3£Abfc„ PCRSJ&<Z>£/»£/BV'*T, iS/iUk7- 
3'jXL-l^Siibfe 0 ?£9t«K&IHi&&. 1 00nl/ml©7>t:S/'J 

. 4)SbfcnD--»U l 0 6 i» l/ml<Z>T>trS/y>&*tfL«ift*C 

Yi/Tft (^^ai— 5 s » ©FlexiPrep Kit&ft«b, S83t7fi©^n h n -;i/lC 
tot, ^5^5 K©*6ffi€:fTo*:. #8 3 HIS^M EB-APS:n-K 
■r&SHS^Itt. DNABBW#*rlCJ:-3TW«bfc. 

[0029] 

mmm 1 1 imse b-apo'j >fi*s«£?£tt;&trajE3*flBe»a>wjfe 

#13^itil^MSEB-APS^S:^tf^7^^ KS:#Abfc3i^x 'J 
H7-3'JJM10 9S:10 0/il /m 1 <Z>T > tT 2/ V > &&ti Ligifi 5 0 m 1 K 

t&au s 7*ct*i 6«pra**ufc- *&#*;fre>M4>#ttT*»#&jfe«>* 25m 

M'J>l/t*;77-(pH7. 0)3mllClSU 41Ct*2 O^if Ml?: 



ffifE# 2000-3087544 



t 1 1 — 24 9 54 5 



fe„ #EB-AP3^gg|^MM^^^UTV^Sc:i:tt, SDS-PAG 
1 0 OmMtfO V h O 10 0mMii;t^77-(pH4. 0). 1 

o o n lwmffimmmw t z&ttKfomimi)*. pH4, 3 o t ; - eiow 

EB-APffl'J >«aM!tf&*Sttfc, fM^At^ilUfeG7 4 D/I15 

i^v%T, #a 3 mmn&^mm e b - a p © u >^s^^tc^ >f y 

>K:#t-SKm^£J^T<&^#TM5£L£: 0 1 0 0 mMfcTo V >m± h V V A, 
10 0mMiSi;ty77-(pH4. 0), 1 0-1 0 OmM>f;i/X 1 0 0 ft 
l©^|fflJBg«|ffi^S:-g-tfjK^(lml)$:pH4, 3 OT^l Ofrm^O*^^ 
- h bfec 1 NJ&M2 0 0 a 1 £;&&;lKJ&£f?lt£i2:fc^ ^fcvfrillcj: »jfcfcM 
5' ->f y i/lsM&femisfc* Hanes-Woolfyn^y hlCj: y Km 

[0 0 3 0] 



ffi!£#2 000-3087544 
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S72F/G74D/I153T 


20mM 


2.80 


S72Y/G74D/I153T 


25mM 


2.04 








S72W/G74D/I153T 


3UmM 


1.71 


S72V/G74D/I153T 


40mM 


2.46 


S72E/G74D/I153T 


40mM 


3. 19 


S72D/G74D/I153T 


33mM 


1.59 


S72A/G74D/I153T 


115mM 


0.78 


S72N/G74D/I153T 


124mM 


0.43 


S72H/G74D/I153T 


n. d. 


n. d. 


G74D/I153T 


lOOmM 


1.00 




40mM 


1.44 



[0 0 3 1] 

i/yii<Dm*a&i#fa±-t2>r*&?>o n^m^nr^-r^x^^ms 1 2 f,s 7 

© 2Y > S7 2W,S7 2V,S7 2E,S7 2D)©'f;i/>^t5KmI^ ^ 
M#AL£^G 7 4 D/I 1 5 3 T^M^E B - A P ©fctfHCit^T^T U -f 

fcfc, 5'->f Htft^nT h^^w-(HPLC)lcj: »J, TIB 

: Cos«osil5 C18-AR(4. 6X150 mm) ±1 ^ 4 ^ 7> t? l±Wl&: 
#|fr*B: 5mM 'J>i^'J^^/ty77-(pH2. 8 )/* # y -;i/ = 9 5 / 



ffi|E# 2000-3087544 




1 1 — 249545 



5 

: 1. Oml /mi n 

M:UV24 5 nm 
[0 0 3 2] 

Mti&Wl 2 S 7 2 F/G 7 4 D/ I 15 3 TUMEB-APl^^iAl 

feiJ'i'J fcT • 3 UJM1 0 9 SrM^fc 5* 7 

G7 4D/I15 3TMI, 1 0 jSSfi^MS, S 7 2 F/G 7 4 D 

/I 1 5 3 T^MMEB-AP»^$:-g-tfy^x$ Kfc»Abfex*/ty tr 
•Z2UJM1 09SrT>tf$/U>l OO/i g/ml&tfl PTG lmMfc^tfL 
§t5 0mllCilU 3 7lCtl6^i^bfc 0 

t?ny>&i 2 g /d l, i^;j/>6 g/d l &if®;iy7 7- (pH4 
. 0) lc*apU inJC±aB©#3K*MEB-APaH5 : f'S:*AUfc3:S/aiU.n 
7- 3'JJMIO 9<Z>|g#&tiftgfftm:ft'ei OOmg/d 1 £ fc5 <fc z> icgsin 1, 
. pH£4. OlC^|#b^^e>, 3 0tt'2 4l|TO?:flofe„ £jE£bfc5' 

G74D/I1 5 3T^MfEB-APlfe^tf^7X^ F£^AUfc:r: 
© i/i'J t7 • 3UJM1 0 9 $rMV>feHl^l?li7. 5 g / d 1 <D 5 ' / J/>gg 

yjMi o 9 &fl§y^feH*5*Ptt»**«fifJiu' 12. ig/di©5'->f;^>i 

#££fc#«Lfc 0 A##3tK:airJv^T«fff-U ill^S 7 2 F/G74D/I 
1 5 3 T^®EB-API^^tf^75 KS:tAl3txi/ii;i:r • n 
VJK1 0 9Zm^frfcfoVte^lZ*£m&tf\»I±L, 13. 2 g/d 1 (D5* ->f 

[0 0 3 3] 
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[313] 







SEriMVv-^Cg/dl) 




G74D/I153T 


7.5 




12.1 


S72F/G74D/I153T 


13. 2 











[0 0 3 4] 

mtfcWl 3 L16W,S71W,S73W,E104F,E1 0 4W|?MI:?|AL 
t=i 3 aiti^MME B - A P <D U >^»i£1l^4£&tf MJ&SM^f!t©M£ 
S 7 2 FWzmi)\ Jt-7rffiS#M(Cj: »J >f ^ S/>£©afnffi&ft_t 

<D%5^ Ll 6W,S71W,S73W,E104F,E1 0 4 W^MIC J: UMglS 
51® (G74D/I 1 5 3TlMSEB-APS:/<-Xi:bfe) 3 

-.tt'H 8 ic^Lfe) Tf^»b, mmm 1 1 jcsa&i/fc^iirc u >sfcn«^»tt& 

[0 0 3 5] 



2 6 
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[*4] 





Km -fit 




L16W/G74D/I153T 


33mM 


0.21 


S71W/G74D/I153T 


75mM 


0.26 


S73W/G74D/I153T 


29mM 


0.77 


E104F/G74D/I153T 


61mM 


0.65 


E104W/G74D/I153T 


67mM 


0.26 


G74D/I153T 


lOOmM 


1.00 




40mH 


1.44 



[0 0 3 6] 

HigMl 4 cn>-r-n/t# # — • T^Utf^X. (Enterobacter aerogenes) fi3fcgg 

EB— APlCiSV^T^f y i/>©U >^$£^te£|6j_t3i2:fcS 7 2 F/G 7 
4D/I153 T©3o©^MCffiim^^M$:E A- A P tC^A^S d £ £ bfc 
„ EB-APfcE A-AP<3DT^ ymSH^J^^n^^i^BLASTSrMVNT, 75>f 
y*y V Lfc*g*&H9 (Cia^-r. EB-AP©Ser7 2/Gly7 4/Ilel 5 3tt 
, E A- APIC;£^T&, Ala7 2/Gly7 4/Ilel 5 3 IC^JCSfS 3 
tlfec A72F/G74D/I153 T^SE A- A P S: HdfUsM 1 0 

I'Jtr- 3UJM1 0 9&#v>r, >f y S/>**6 5' ->f y 2/>Mfc<Z>££«:^lfi 
«1 2tCC3*Lfe*at*effofe. «*.&*5lC3^'r» A 7 2F/G74D/I 1 
5 3 TlEIMEA-APtt, S 7 2 F/G 7 4 D/I 15 3 T|gIlEB-AP 
fcH*© 5' ->f y i/ym£.m&*y*hr=. 0 
[0 0 3 7] 
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[315] 





£j&-f y~>>gKg/dl) 


EA-AP A72F/G74D/I153T 


13.1 


EB-AP S72F/G74D/I153T 


13.2 



[0 0 3 8] 

@9ttEB-APi:x>fO/^^- • T^Utf *X&X;Wt®.&X7 7 
#-H (EB-AP) <DT* JWmnr^^y^yhi:ZfUif^M,BLkSHZj:V 
ft^£M%:Z7*-tm-V%>Z> 0 ±f^EB-AP, TH^EA-APT'fe5„ 

r^jm^&x^tnt. +&mi*2frz> B 7 2#H©^i©fiSit [72] t 
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85 


OH 


TYR 


A 


17 


35.482 


65 . 023 


90 


066 

> V V V 


1 OO 

X . Vw 


22 92 


ATOM 


86 


N 


TYR 




18 


39 . 670 


58 482 


86. 


053 


1 . 00 


26 . 17 


ATOM 


87 


CA 


TYR 




18 


40 . 838 


58 .209 


85 


191 

■ X7X 


1 00 

X • VV 


21 13 

4VX • X -J 


ATOM 


88 


c 


TYR 


A 


18 


41 . 332 


59 .414 


84 . 


464 


i . oo 


1 9 92 


ATOM 


89 


o 


TYR 


A 


18 


42 . 490 


59.511 


84 . 


083 


1.00 


22 fi4 


ATOM 


90 


CB 


TYR 


A 


18 


40 . 563 


57 195 


84 


080 


1 00 


1 7 53 


ATOM 


91 


CG 


TYR 


A 


18 


40 . 312 


55 826 


84 . 


610 


1.00 


16 . 91 


ATOM 


92 


CDl 


TYR 


A 


18 


41 . 425 


55. 028 


84. 


916 


1 . 00 


19 ftfi 

X 7 . O O 


ATOM 


93 


CD2 


TYR 


A 


18 


38 . 985 


55.372 


84. 


771 


1. 00 


16. 65 


ATOM 


94 


CE1 


TYR 


A 


18 


41.218 


53.725 


85. 


383 


1 . 00 


18 . 64 


ATOM 


95 


CE2 


TYR 


A 


18 


38. 765 


54 . 053 


85. 


213 


1 . 00 


17 . 52 


ATOM 


96 


CZ 


TYR 


A 


18 


39. 892 


53.262 


85. 


515 


1. 00 


21 .18 


ATOM 


97 


OH 


TYR 


A 


18 


39.734 


51.974 


85. 


977 


1.00 


26.15 


ATOM 


98 


N 


LEU 


A 


19 


40.412 


60.336 


84. 


236 


1.00 


21.49 


ATOM 


99 


CA 


LEU 


A 


19 


40.788 


61.462 


83. 


366 


1.00 


22.71 


ATOM 


100 


C 


LEU 


A 


19 


41.094 


62.812 


84. 


021 


1.00 


25.01 


ATOM 


101 


O 


LEU 


A 


19 


40.771 


63.125 


85. 


159 


1.00 


25.24 


ATOM 


102 


CB 


LEU 


A 


19 


39.708 


61.669 


82. 


290 


1.00 


21.68 


ATOM 


103 


CG 


LEU 


A 


19 


39.301 


60.442 


81. 


432 


1.00 


22.88 


ATOM 


104 


CDl 


LEU 


A 


19 


40.430 


59.842 


80. 


583 


1.00 


20.39 


ATOM 


105 


CD2 


LEU 


A 


19 


38.078 


60.812 


80. 


608 


1.00 


18.83 


ATOM 


106 


N 


LYS 


A 


20 


41.736 


63.667 


83. 


246 


1.00 


26.44 


ATOM 


107 


CA 


LYS 


A 


20 


41.947 


65.032 


83. 


717 


1.00 


26.77 


ATOM 


108 


C 


LYS 


A 


20 


40.935 


66.034 


83. 


292 


1.00 


26.42 
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ATOM 


109 


O 


LYS 


A 


20 


40.182 


65.870 


82.341 


1.00 


29.05 


ATOM 


110 


CB 


LYS 


A 


20 


43.239 


65.608 


83.187 


1.00 


30.61 


ATOM 


111 


CG 


LYS 


A 


20 


44.400 


64.791 


83.648 


1.00 


32.90 


ATOM 


112 


CD 


LYS 


A 


20 


45.633 


65.326 


82.963 


1.00 


39.72 


ATOM 


113 


GE 


LYS 


A 


20 


46.698 


64.259 


83.113 


1.00 


50.27 


ATOM 


114 


NZ 


LYS 


A 


20 


46.148 


62.977 


82.610 


1.00 


62.00 


ATOM 


115 


N 


ASN 


A 


21 


41.050 


67.184 


83.943 


1.00 


24.09 


ATOM 


— rrr 


CA 


ASN 


A 


21 


40.154 


68.246 


83.530 


1.00 


23.98 


ATOM 


117 


C 


ASN 


A 


21 


40.177 


68.539 


82.032 


1.00 


25.08 


ATOM 


118 


O 


ASN 


A 


21 


39-134 


68.722 


81.427 


1.00 


25.36 


ATOM 


119 


CB 


ASN 


A 


21 


40.310 


69.512 


84.371 


1.00 


23.81 


ATOM 


120 


CG 


ASN 


A 


21 


39.601 


69.311 


85.697 


1.00 


26.97 


ATOM 


121 


OD1 


ASN 


A 


21 


38.392 


69.175 


85.836 


1.00 


26.36 


ATOM 


122 


ND2 


ASN 


A 


21 


40.403 


69.303 


86.744 


1.00 


32.00 


ATOM 


123 


N 


SER 


A 


22 


41.378 


68.486 


81.450 


1.00 


23.72 


ATOM 


124 


CA 


SER 


A 


22 


41.592 


68.804 


80.008 


1.00 


25.53 


ATOM 


125 


C 


SER 


A 


22 


40.992 


67.752 


79.068 


1.00 


25.77 


ATOM 


126 


O 


SER 


A 


22 


40.524 


68.007 


77.966 


1-00 


27.65 


ATOM 


127 


CB 


SER 


A 


22 


43.079 


68.868 


79.699 


1.00 


23.34 


ATOM 


128 


OG 


SER 


A 


22 


43.719 


67.716 


80.303 


1.00 


33.30 


ATOM 


129 


N 


GLU 


A 


23 


40.957 


66.529 


79.624 


1-00 


22.35 


ATOM 


130 


CA 


GLU 


A 


23 


40.320 


65.466 


78.899 


l.OO 


21.87 


ATOM 


131 


C 


GLU 


A 


23 


38.811 


65.375 


78.974 


1.00 


23.18 


ATOM 


132 


O 


GLU 


A 


23 


38.197 


64.451 


78.471 


l.OO 


25.83 


ATOM 


133 


CB 


GLU 


A 


23 


40.923 


64.165 


79.337 


1.00 


22.13 


ATOM 


134 


CG 


GLU 


A 


23 


42.451 


64.215 


79.214 


1.00 


26.78 


ATOM 


135 


CD 


GLU 


A 


23 


43.021 


62.908 


79.718 


l.OO 


30.40 


ATOM 


136 


OE1 


GLU 


A 


23 


42.946 


62.648 


80.900 


1.00 


31.10 


ATOM 


137 


OE2 


GLU 


A 


23 


43.544 


62.118 


78.957 


1.00 


32.35 


ATOM 


138 


N 


ALA 


A 


24 


38.196 


66.359 


79.610 


1.00 


21.49 


ATOM 


139 


CA 


ALA 


A 


24 


36.751 


66.165 


79.738 


1.00 


22.48 


ATOM 


140 


C 


ALA 


A 


24 


35.973 


66.420 


78.438 


1.00 


22.81 


ATOM 


141 


O 


ALA 


A 


24 


36.325 


67.333 


77.704 


1.00 


23.36 


ATOM 


142 


CB 


ALA 


A 


24 


36.188 


67.183 


80.734 


1.00 


21.43 


ATOM 


143 


N 


ILE 


A 


25 


34.859 


65.694 


78.228 


1.00 


23.46 


ATOM 


144 


CA 


ILE 


A 


25 


33.845 


66.149 


77.243 


1.00 


23.60 


ATOM 


145 


C 


ILE 


A 


25 


33.312 


67.535 


77.530 


1.00 


24.71 


ATOM 


146 


O 


ILE 


A 


25 


32.788 


67.809 


78.603 


1.00 


25.03 


ATOM 


147 


CB 


ILE 


A 


25 


32.684 


65.160 


77.096 


1.00 


20.26 


ATOM 


148 


CGI 


ILE 


A 


25 


33.237 


63.749 


76.838 


1.00 


23.14 


ATOM 


149 


CG2 


ILE 


A 


25 


31.739 


65.555 


75.954 


1.00 


21.26 


ATOM 


150 


GDI 


ILE 


A 


25 


34.298 


63.551 


75.722 


1.00 


16.94 


ATOM 


151 


N 


ASN 


A 


26 


33.485 


68.431 


76.562 


1.00 


22.50 


ATOM 


152 


CA 


ASN 


A 


26 


32.797 


69.706 


76.751 


1,00 


22.04 


ATOM 


153 


C 


ASN 


A 


26 


31.295 


69.680 


76.533 


1.00 


22.52 


ATOM 


154 


O 


ASN 


A 


26 


30.731 


70.042 


75.509 


1.00 


22.34 


ATOM 


155 


CB 


ASN 


A 


26 


33.474 


70.744 


75.900 


1.00 


20.15 


ATOM 


156 


CG 


ASN 


A 


26 


32.982 


72.133 


76.217 


1.00 


24.94 


ATOM 


157 


OD1 


ASN 


A 


26 


31.923 


72.459 


76.732 


1.00 


29.46 


ATOM 


158 


ND2 


ASN 


A 


26 


33.827 


73.032 


75.809 


1.00 


25.76 


ATOM 


159 


N 


SER 


A 


27 


30.627 


69.289 


77 . 622 


1.00 


19.77 


ATOM 


160 


CA 


SER 


A 


27 


29.166 


69.168 


77.549 


1.00 


18.88 


ATOM 


161 


C 


SER 


A 


27 


28.412 


70.423 


77.177 


1.00 


18.74 


ATOM 


162 


O 


SER 


A 


27 


27.390 


70.393 


76.517 


1.00 


21.73 
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ATOM 


163 


CB 


SER 


A 


27 


28.606 


68 


.619 


78 


.870 


1. 


.00 


19, 


.35 


ATOM 


164 


OG 


SER 


A 


27 


28.967 


69 


.518 


79 


.940 


1. 


.00 


19, 


.36 


ATOM 


165 


N 


LEU 


A 


28 


28.961 


71 


.564 


77 


.588 


1. 


,00 


18, 


.08 


ATOM 


166 


CA 


LEU 


A 


28 


28.271 


72 


.815 


77 


.262 


1, 


00 


20, 


.15 


ATOM 


167 


C 


LEU 


A 


28 


28.283 


73 


.062 


75 


.761 


1. 


00 


23. 


.12 


ATOM 


168 


O 


LEU 


A 


28 


27.303 


73 


.485 


75 


.165 


1. 


,00 


22, 


.25 


-JVEQM — 


169 


CB 


T.FJ.T 




~2S 


28,990 


74 


.042 


77 


.798 




MX- 


17, 


AC- 


ATOM 


170 


CG 


LEU 


A 


28 


28.159 


75 


.188 


78 


.376 


1. 


00 


18, 


.01 


ATOM 


171 


CD1 


LEU 


A 


28 


26.847 


75 


.547 


77 


.733 


1. 


00 


14, 


.28 


ATOM 


172 


GD2 


LEU 


A 


28 


29.053 


76 


.394 


78 


.592 


1. 


00 


16, 


.45 


ATOM 


173 


N 


ALA 


A 


29 


29.478 


72 


.767 


75 


.193 


1. 


00 


23.87 


ATOM 


174 


CA 


ALA 


A 


29 


29.598 


72 


.827 


73 


.707 


1. 


00 


22. 


.62 


ATOM 


175 


C 


ALA 


A 


29 


28.773 


71 


.847 


72 


.837 


1. 


00 


20, 


.86 


ATOM 


176 


O 


ALA 


A 


29 


28.192 


72 


.239 


71 


.830 


1. 


00 


25. 


.89 


ATOM 


177 


CB 


ALA 


A 


29 


31.065 


72 


.692 


73 


.326 


1. 


00 


20. 


24 


ATOM 


178 


N 


LEU 


A 


30 


28.733 


70 


.580 


73 


.267 


1. 


00 


15. 


78 


ATOM 


179 


CA 


LEU 


A 


30 


28.079 


69 


.497 


72 


.519 


1. 


00 


18. 


05 


ATOM 


180 


C 


LEU 


A 


30 


26.557 


69 


.416 


72 


.559 


1. 


00 


22. 


,38 


ATOM 


181 


O 


LEU 


A 


30 


25.845 


69 


.251 


71 


.566 


1. 


00 


23. 


63 


ATOM 


182 


CB 


LEU 


A 


30 


28.732 


68 


.194 


72 


.977 


1. 


00 


16. 


47 


ATOM 


183 


CG 


LEU 


A 


30 


28.234 


66 


.887 


72 


.360 


1. 


00 


17. 


59 


ATOM 


184 


CD1 


LEU 


A 


30 


28.812 


65 


.706 


73 


.120 


1. 


00 


12. 


95 


ATOM 


185 


CD2 


LEU 


A 


30 


28.456 


66 


.775 


70 


-850 


1. 


00 


13. 


89 


ATOM 


186 


N 


LEU 


A 


31 


26.075 


69 


.533 


73 


.812 


1. 


00 


22. 


39 


ATOM 


187 


CA 


LEU 


A 


31 


24.633 


69 


.430 


74 


.049 


1. 


00 


18. 


84 


ATOM 


188 


C 


LEU 


A 


31 


23.817 


70 


.624 


73 


.538 


1. 


00 


16. 


30 


ATOM 


189 


O 


LEU 


A 


31 


24.260 


71 


.763 


73 


.576 


1. 


00 


19. 


93 


ATOM 


190 


CB 


LEU 


A 


31 


24.381 


69 


-199 


75 


.556 


1. 


00 


16. 


94 


ATOM 


191 


CG 


LEU 


A 


31 


24.923 


67 


.873 


76 


.095 


1. 


00 


17. 


95 


ATOM 


192 


CD1 


LEU 


A 


31 


24.177 


66 


.669 


75 


.553 


1. 


00 


11. 


60 


ATOM 


193 


CD2 


LEU 


A 


31 


24.823 


67 


.878 


77 


.628 


1. 


00 


18. 


77 


ATOM 


194 


N 


PRO 


A 


32 


22.581 


70 


.333 


73 


.105 


1. 


00 


14. 


80 


ATOM 


195 


CA 


PRO 


A 


32 


21.589 


71 


.404 


72 


.910 


1. 


00 


18. 


31 


ATOM 


196 


C 


PRO 


A 


32 


21.228 


72 


.028 


74 


.278 


1. 


00 


22. 


24 


ATOM 


197 


O 


PRO 


A 


32 


21.453 


71 


.442 


75 


.327 


1. 


00 


22. 


27 


ATOM 


198 


CB 


PRO 


A 


32 


20.402 


70 


.621 


72 


.348 


1. 


00 


15. 


94 


ATOM 


199 


CG 


PRO 


A 


32 


20.545 


69 


.184 


72 


.847 


1. 


00 


16. 


93 


ATOM 


200 


CD 


PRO 


A 


32 


22.038 


6B 


.972 


72 


.954 


1. 


00 


15. 


56 


ATOM 


201 


N 


FRO 


A 


33 


20.657 


73 


.249 


74 


.287 


1. 


00 


23. 


41 


ATOM 


202 


CA 


PRO 


A 


33 


20.190 


73 


.780 


75 


.586 


1. 


00 


20. 


34 


ATOM 


203 


C 


PRO 


A 


33 


19.059 


72 


.945 


76 


.084 


1. 


00 


19. 


93 


ATOM 


204 


O 


PRO 


A 


33 


18.409 


72 


.292 


75 


.285 


1. 


00 


18. 


67 


ATOM 


205 


CB 


PRO 


A 


33 


19.659 


75 


.158 


75 


.224 


1. 


00 


18. 


52 


ATOM 


206 


CG 


PRO 


A 


33 


20.267 


75 


.499 


73 


.877 


1. 


00 


21. 


71 


ATOM 


207 


CD 


PRO 


A 


33 


20.406 


74 


.146 


73 


.177 


1. 


00 


21. 


12 


ATOM 


208 


N 


PRO 


A 


34 


18.785 


72 


.950 


77 


.411 


1. 


00 


19. 


36 


ATOM 


209 


CA 


PRO 


A 


34 


17.645 


72 


.138 


77. 


.863 


1. 


00 


13. 


70 


ATOM 


210 


C 


PRO 


A 


34 


16.348 


72 


.759 


77. 


.351 


1. 


00 


11. 


77 


ATOM 


211 


O 


PRO 


A 


34 


16.280 


73. 


.937 


77. 


.090 


1. 


00 


14. 


58 


ATOM 


212 


CB 


PRO 


A 


34 


17.760 


72. 


.358 


79, 


.389 


1. 


00 


13. 


66 


ATOM 


213 


CG 


PRO 


A 


34 


18.471 


73. 


.698 


79. 


.571 


1. 


00 


14. 


81 


ATOM 


214 


CD 


PRO 


A 


34 


19.499 


73. 


.679 


78. 


.464 


1. 


00 


16. 


49 


ATOM 


215 


N 


PRO 


A 


35 


15.257 


72. 


.007 


77, 


.284 


1. 


00 


12. 


52 


ATOM 


216 


CA 


PRO 


A 


35 


14.011 


72, 


.710 


76, 


.973 


1. 


00 


13. 


71 
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ATOM 


217 


C 


PRO 


A 


35 


13,665 


73.842 


ATOM 


218 


O 


PRO 


A 


35 


13.728 


73.715 


ATOM 


219 


CB 


PRO 


A 


35 


12.997 


71.579 


ATOM 


220 


CG 


PRO 


A 


35 


13.723 


70.243 


ATOM 


221 


CD 


PRO 


A 


35 


15.140 


70.581 


ATOM 


222 


N 


ALA 


A 


36 


13.311 


74.962 


ATOM 


223 


CA 


ALA 


A 


36 


12.919 


76.136 


ATOM 


224 


C 


ALA 


A 


36 


11.457 


76.120 


—ATOM — 


225- 


— O 


ALA 


-A- 


-36 


10.582 


75.579 


















ATOM 


226 


CB 


ALA 


A 


36 


13.152 


77.414 


ATOM 


227 


N 


VAL 


A 


37 


11.182 


76.753 


ATOM 


228 


CA 


VAL 


A 


37 


9.803 


77.005 


ATOM 


229 


C 


VAL 


A 


37 


9.135 


77.993 


ATOM 


230 


O 


VAL 


A 


37 


9.640 


79.048 


ATOM 


231 


CB 


VAL 


A 


37 


9.740 


77.500 


ATOM 


232 


CGI 


VAL 


A 


37 


10.381 


76.501 


ATOM 


233 


CG2 


VAL 


A 


37 


8.300 


77.825 


ATOM 


234 


N 


GLY 


A 


38 


7.952 


77.616 


ATOM 


235 


CA 


GLY 


A 


38 


7.422 


78.249 


ATOM 


236 


C 


GLY 


A 


38 


7.538 


77.398 


ATOM 


237 


O 


GLY 


A 


38 


6.851 


77.623 


ATOM 


238 


N 


SER 


A 


39 


8.422 


76.401 


ATOM 


239 


CA 


SER 


A 


39 


8.520 


75.487 


ATOM 


240 


C 


SER 


A 


39 


7.604 


74.277 


ATOM 


241 


O 


SER 


A 


39 


7.217 


73.736 


ATOM 


242 


CB 


SER 


A 


39 


9.946 


74.998 


ATOM 


243 


OG 


SER 


A 


39 


10.197 


73.967 


ATOM 


244 


N 


ILE 


A 


40 


7.287 


73.796 


ATOM 


245 


CA 


ILE 


A 


40 


6.618 


72.485 


ATOM 


246 


C 


ILE 


A 


40 


7.475 


71.311 


ATOM 


247 


O 


ILE 


A 


40 


6.998 


70.315 


ATOM 


248 


CB 


ILE 


A 


40 


6.102 


72.235 


ATOM 


249 


CGI 


ILE 


A 


40 


5.162 


73.368 


ATOM 


250 


CG2 


ILE 


A 


40 


5.406 


70.863 


ATOM 


251 


CD1 


ILE 


A 


40 


4.812 


73.332 


ATOM 


252 


N 


ALA 


A 


41 


8.790 


71.443 


ATOM 


253 


CA 


ALA 


A 


41 


9.633 


70.373 


ATOM 


254 


C 


ALA 


A 


41 


9.566 


70.300 


ATOM 


255 


O 


ALA 


A 


41 


9.369 


69.245 


ATOM 


256 


CB 


ALA 


A 


41 


11.046 


70.610 


ATOM 


257 


N 


PHE 


A 


42 


9.547 


71.495 


ATOM 


258 


CA 


PHE 


A 


42 


9.200 


71.480 


ATOM 


259 


C 


PHE 


A 


42 


7.818 


70.970 


ATOM 


260 


O 
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ATOM 1351 O CYS A 186 10.775 

ATOM 1352 CB CYS A 186 12.220 

ATOM 1353 SG CYS A 186 12.075 

ATOM 1354 N GI*Y A 187 11.149 

ATOM 1355 CA GLY A 187 11.023 

ATOM 1356 C GLY A 187 12.351 



ATOM 1357 O GLY A 187 
ATOM 1358 N TYR A 188 
ATOM 1359 CA TYR A 188 
ATOM 1360 C TYR A 188 
ATOM 1361 O TYR A 188 
ATOM 1362 CB TYR A 188 
ATOM 1363 CG TYR A 188 

ATOM 1364 CD1 TYR A 

ATOM 1365 CD2 TYR A 

ATOM 1366 CE1 TYR A 

ATOM 1367 CE2 TYR A 

ATOM 1368 CZ TYR A 

ATOM 1369 OH TYR A 

ATOM 1370 N HIS A 

ATOM 1371 CA HIS A 189 

ATOM 1372 C HIS A 189 

ATOM 1373 O HIS A 189 

ATOM 1374 CB HIS A 189 

ATOM 1375 CG HIS A 

ATOM 1376 ND1 HIS A 

ATOM 1377 CD2 HIS A 

ATOM 1378 CE1 HIS A 

ATOM 1379 NE2 HIS A 

ATOM 1380 N TRP A 

ATOM 1381 CA TRP A 

ATOM 1382 C TRP A 

ATOM 1383 O TRP A 

ATOM 1384 CB TRP A 

ATOM 1385 CG TRP A 190 

ATOM 1386 CD1 TRP A 190 

ATOM 1387 CD2 TRP A 190 

ATOM 1388 NE1 TRP A 190 

ATOM 1389 CE2 TRP A 190 

ATOM 1390 CE3 TRP A 

ATOM 1391 CZ2 TRP A 

ATOM 1392 CZ3 TRP A 

ATOM 1393 CH2 TRP A 

ATOM 1394 N GLN A 

ATOM 1395 CA GLN A 

ATOM 1396 C GLN A 

ATOM 1397 O GLN A 

ATOM 1398 CB GLN A 

ATOM 1399 CG GLN A 

ATOM 1400 CD GLN A 

ATOM 1401 OE1 GLN A 

ATOM 1402 NE2 GLN A 191 

ATOM 1403 N SER A 192 

ATOM 1404 CA SER A 192 



188 
188 
188 
188 
188 
188 
189 



189 
189 
189 
189 
189 
190 
190 
190 
190 
190 



190 
190 
190 
190 
191 
191 
191 
191 
191 
191 
191 
191 



12.436 
13.434 
14.736 
15.214 
15.979 
15.758 
15.683 
16.748 
14.604 
16.727 
14.570 
15.624 
15.607 
14.751 
15.215 
14.108 
13.232 
16.360 
17.677 
18.154 
18.581 
19.347 
19.587 
14.183 
13.341 
13.768 
14.942 
13.502 
13.134 
14.033 
11.-800 
13.343 
11.976 
10.505 
10.845 
9.393 
9.557 
12.859 
13.316 
14.519 
15.508 
12.113 
12 . 522 
12.860 
12.086 
14.027 
14.448 
15.564 



61.304 
58.669 
58.576 
61.494 
62.949 
_63.„6_7_6_ 
64.871 
62.894 
63.526 
64.366 
65.318 
62.441 
61.913 
62.226 
61 .128 
61.784 
60.695 
61.071 
60.787 
63.890 
64.475 
64.550 
63.689 
63.648 
64.142 
65.384 
63.433 
65.503 
64.304 
65.611 
65.719 
64.690 
64.354 
67.102 
68.178 
69.073 
68.581 
69.989 
69.731 
68.036 
70.401 
68.700 
69.875 
64.188 
63.234 
63.720 
63.054 
62.829 
61.832 
60.493 
59.920 
59.971 
65.016 
65.622 



92.009 
91.429 
93.237 
89.814 
89.981 
_9-0..JLSL7_ 



1.00 
1.00 
1.00 
1.00 
1.00 
-1.00- 



23.98 
21.60 
25.16 
20.34 
13.75 
-14.55- 



90.453 

90.072 

90.226 

89.046 

89.192 

90.479 

91.899 

92.737 

92.365 

94.071 

93,705 

94.556 

95.912 

87.862 

86.589 

85.551 

85.533 

86.032 

86.589 

86.414 

87.382 

87.080 

87.667 

84.723 

83.490 

82.453 

82.416 

82.855 

83.857 

84.454 

84.295 

85.186 

85.141 

84.094 

85.666 

84.672 

85.441 

81.613 

80.569 

79.696 

79.429 

79.721 

78.632 

79.206 

79.946 

78.864 

79.389 

78.666 



1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1-00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
l.OO 
1.00 
1.00 
1.00 



16.08 
14.86 
16.85 
20.24 
18.42 
21.64 
27.20 
32.00 
30.81 
35.38 
30.65 
35.88 
41.39 
19.35 
19.83 
16.85 
18.10 
15.43 
16.05 
17.24 
17.58 
16.38 
18.68 
18.99 
17.22 
15.79 
15.77 
16.12 
12.39 
10.88 
14.35 
13.77 
10.71 
14.68 
12.89 
16.93 
12.82 
16.92 
17.49 
15.64 
16.52 
15.28 
17.26 
16.84 
21.21 
16.69 
17.04 
15.81 
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51. 


223 


74. 


247 


1 


.00 


30-19 


ATOM 


34 


O 


HOH 


w 


265 


1.437 


67. 


705 


89. 


398 


1 


.00 


39.48 


ATOM 


35 


O 


HOH 


w 


266 


4.055 


66. 


946 


91. 


467 


1 


.00 


29.22 


ATOM 


36 


O 


HOH 


w 


267 


3.092 


69. 


112 


84. 


950 


1 


.00 


25.58 


ATOM 


37 


O 


HOH 


w 


268 


9.537 


59. 


065 


79. 


795 


1 


.00 


30.90 


ATOM 


38 


O 


HOH 


w 


269 


9.306 


83. 


197 


79. 


638 


1 


.00 


44.19 


ATOM 


39 


O 


HOH 


w 


270 


34.786 


41. 


166 


75. 


522 


1 


.00 


32.98 


ATOM 


40 


O 


HOH 


w 


271 


28.084 


37. 


193 


84. 


163 


1 


.00 


30.43 


ATOM 


41 


O 


HOH 


w 


272 


40.742 


49. 


227 


76. 


024 


1 


.00 


21.82 


ATOM 


42 


O 


HOH 


w 


273 


35.074 


40. 


712 


85. 


668 


1 


.00 


29.87 


ATOM 


43 


O 


HOH 


w 


274 


30.318 


45. 


526 


96. 


384 


1 


.00 


35.57 


ATOM 


44 


O 


HOH 


w 


275 


31.493 


69. 


162 


80. 


850 


1 


.00 


19.51 


ATOM 


45 


O 


HOH 


w 


276 


42.914 


61. 


700 


76. 


016 


1 


.00 


28.69 


ATOM 


46 


O 


HOH 


w 


277 


34.422 


64. 


714 


92. 


625 


1 


.00 


38.81 


ATOM 


47 


O 


HOH 


w 


278 


13.405 


78. 


374 


80. 


916 


1 


.00 


25.22 


ATOM 


48 


O 


HOH 


w 


279 


44.634 


57. 


811 


84. 


433 


1 


.00 


31.73 


ATOM 


49 


O 


HOH 


w 


280 


44.303 


60. 


992 


82. 


740 


1 


.00 


28.14 


ATOM 


50 


O 


HOH 


w 


281 


32.596 


51. 


432 


73. 


247 


1 


.00 


22.63 


ATOM 


51 


O 


HOH 


w 


282 


22.182 


40. 


126 


75. 


125 


1 


.00 


27.50 


ATOM 


52 


O 


HOH 


w 


283 


18.482 


55. 


362 


89. 


100 


1 


.00 


21.25 


ATOM 


53 


O 


HOH 


w 


284 


36.960 


42. 


360 


74. 


192 


1 


.00 


28.88 


ATOM 


54 


o 


HOH 


w 


285 


35.881 


48. 


845 


94. 


047 


1 


.00 


26.90 


ATOM 


55 


o 


HOH 


w 


286 


26.212 


59. 


698 


94. 


760 


1 


.00 


23.37 


ATOM 


56 


o 


HOH 


w 


287 


29.246 


44. 


303 


73. 


369 


1 


.00 


40.38 


ATOM 


57 


o 


HOH 


w 


288 


27.356 


35. 


947 


80. 


422 


1 


.00 


31.74 


ATOM 


58 


o 


HOH 


w 


289 


40.482 


45. 


029 


76. 


766 


1 


.00 


30.88 


ATOM 


59 


o 


HOH 


w 


290 


24.864 


58. 


724 


91. 


112 


1 


.00 


25.30 


ATOM 


60 


o 


HOH 


w 


291 


28.560 


61. 


547 


91. 


755 


1 


.00 


39.37 


ATOM 


61 


o 


HOH 


w 


292 


27.886 


63. 


113 


90. 


252 


1 


.00 


40.28 


ATOM 


62 


o 


HOH 


w 


293 


31.069 


41. 


023 


103. 


435 


1 


.00 


38.13 


ATOM 


63 


o 


HOH 


w 


294 


5.144 


47. 


860 


86. 


978 


1 


.00 


37.63 


ATOM 


64 


o 


HOH 


w 


295 


29.373 


52. 


425 


90. 


409 


1 


.00 


21.69 


ATOM 


65 


o 


HOH 


w 


296 


41.571 


51. 


401 


87. 


864 


1 


.00 


31.72 


ATOM 


66 


o 


HOH 


w 


297 


35.633 


56. 


807 


101. 


396 


1 


.00 


42.27 


ATOM 


67 


o 


HOH 


w 


298 


35.257 


40. 


157 


78. 


063 


1 


.00 


30.17 


ATOM 


68 


o 


HOH 


w 


299 


33.734 


71. 


189 


79. 


910 


1 


.00 


32.64 


ATOM 


69 


o 


HOH 


w 


300 


17.659 


69. 


593 


75. 


158 


1 


.00 


46.73 


ATOM 


70 


o 


HOH 


w 


301 


17.005 


72. 


932 


72. 


774 


1 


.00 


33.93 


ATOM 


71 


o 


HOH 


w 


302 


15.769 


48. 


059 


85. 


107 


1 


.00 


24.21 


ATOM 


72 


o 


HOH 


w 


303 


15.023 


64. 


697 


75. 


333 


1 


.00 


39.99 


ATOM 


73 


o 


HOH 


w 


304 


13.546 


67. 


305 


74. 


469 


1 


.00 


38.11 


ATOM 


74 


o 


HOH 


w 


305 


30.044 


75. 


863 


82. 


738 


1 


.00 


29.02 


ATOM 


75 


o 


HOH 


w 


306 


5.253 


66. 


383 


98. 


323 


1 


.00 


61.09 


ATOM 


76 


o 


HOH 


w 


307 


25.914 


72. 


829 


89. 


073 


1 


.00 


48.08 


ATOM 


77 


o 


HOH 


w 


308 


38.474 


67. 


620 


76. 


050 


1 


.00 


32.88 


ATOM 


78 


0 


HOH 


w 


309 


34.101 


41. 


534 


100. 


215 


1 


.00 


39.54 


ATOM 


79 


o 


HOH 


w 


310 


29.974 


37. 


419 


76. 


650 


1 


.00 


39.99 
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[04 3] 



ATOM 


80 


O 


ATOM 


Bl 


O 


ATOM 


82 


O 


ATOM 


83 


O 


ATOM 


84 


O 


ATOM 


85 


O 


ATOM 


86 


O 


ATOM 


87 


0_ 


ATOM 


88 


O 


ATOM 


89 


O 


ATOM 


90 


O 


ATOM 


91 


O 


ATOM 


92 


O 


ATOM 


93 


O 


ATOM 


94 


O 


ATOM 


95 


O 


ATOM 


96 


O 


ATOM 


97 


O 


ATOM 


98 


O 


ATOM 


99 


O 


ATOM 


100 


o 


ATOM 


101 


o 


ATOM 


102 


o 


ATOM 


103 


o 


ATOM 


104 


o 


ATOM 


105 


o 


ATOM 


106 


o 


ATOM 


107 


o 


ATOM 


108 


o 


ATOM 


109 


o 


ATOM 


110 


o 


ATOM 


111 


o 


ATOM 


112 


o 


ATOM 


113 


o 


ATOM 


114 


o 


ATOM 


115 


o 


ATOM 


116 


o 


ATOM 


117 


o 


ATOM 


118 


o 


ATOM 


119 


o 


ATOM 


120 


o 


ATOM 


121 


o 


ATOM 


122 


o 


ATOM 


123 


o 


ATOM 


124 


o 


ATOM 


125 


o 


ATOM 


126 


o 


ATOM 


127 


o 


ATOM 


128 


o 


ATOM 


129 


o 


ATOM 


130 


0 


ATOM 


131 


o 


ATOM 


132 


o 


ATOM 


133 


0 




1 1 — 249545 



HOH W 311 17.829 44.406 81.773 1.00 29.29 

HOH W 312 17.766 66.478 75.705 1.00 34.51 

HOH W 313 35.983 70.225 78.152 1.00 38.85 

HOH W 314 18.063 58.644 75.592 1.00 33.24 

HOH W 315 17.740 45.824 75.692 1.00 31.29 

HOH W 316 21.442 55.668 101.498 1.00 30.06 

HOH W 317 30.660 37.639 105.501 1.00 46.34 

_HOH_W_318 28.143 47.582 99.410 1^-00 71,0-0- 



HOH W 319 11.398 65.394 76.821 1.00 34.86 

HOH W 320 31.737 45.760 98.744 1.00 38.11 

HOH W 321 16.084 45.559 87.137 1.00 43.68 

HOH W 322 36.498 37.962 78.989 1.00 35.45 

HOH W 323 41.868 42.172 76.980 1.00 56.04 

HOH W 324 44.704 68.004 76.606 1.00 73.28 

HOH W 325 30.214 44.935 101.119 1.00 28.63 

HOH W 326 43.719 69.244 83.004 1.00 32.20 

HOH W 327 7.992 54.768 93.490 1.00 36.05 

HOH W 328 11.059 49.604 75.476 1.00 43.80 

HOH W 329 17.730 37.202 79.516 1.00 44.41 

HOH W 330 14.170 59.796 74.913 1.00 70.26 

HOH W 331 28.648 70.326 88.645 1.00 34.35 

HOH W 332 16.146 57.197 73.492 1.00 49.27 

HOH W 333 11.086 52.502 82.116 1.00 39.47 

HOH W 334 15.950 60.744 73.392 1.00 63.16 

HOH W 335 23.809 74.443 89.142 1.00 63.73 

HOH W 336 43.077 70.945 86.543 1.00 41.77 

HOH W 337 44.625 68.578 85.466 1.00 42.53 

HOH W 338 38.003 70.941 79.707 1.00 47.97 

HOH W 339 42.635 39.826 86.317 1.00 39.90 

HOH W 340 28.158 51.028 97.893 1.00 35.28 

HOH W 341 34.562 57.666 98.193 1.00 56.42 

HOH W 342 23.659 34.535 79-197 1.00 84.39 

HOH W 343 10.337 58.458 76.704 1.00 45.85 

HOH W 344 32.164 75.101 85.461 1.00 54.21 

HOH W 345 32.930 38.410 86.586 1.00 43.15 

HOH W 346 32.310 36.987 102.558 1.00 47.71 

HOH W 347 11.163 49.101 82.634 1.00 84.37 

HOH W 348 34.268 69.634 83.019 1.00 47.39 

HOH W 349 31.352 37.085 89.579 1.00 74.88 

HOH W 350 29.118 56.986 95.860 1.00 34.59 

HOH W 351 1.634 70.786 81.659 1.00 41.89 

HOH W 352 2.044 71.714 85.736 1.00 37.84 

HOH W 353 16.219 75.511 74.471 1.00 44.53 

HOH W 354 24.035 45.705 97.204 1.00 48.11 

HOH W 355 17.939 77.382 82.853 1.00 65.65 

HOH W 356 12.504 76.991 70.634 1.00 50.43 

HOH W 357 16.951 78.295 74.889 1.00 47.02 

HOH W 358 15.777 75.404 81.566 1.00 33.68 

HOH W 359 37.401 72.376 82.831 1.00 50.52 

HOH W 360 14.060 44.359 88-918 1.00 80.84 

HOH W 361 32.619 76.123 75.757 1.00 42.84 

HOH W 362 21.836 66.226 94.339 1.00 63.40 

HOH W 363 16.011 46.526 82.837 1.00 38.42 

HOH W 364 7.716 57.886 82.470 1.00 50.22 
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11 — 249545 



[04 4] 



ATOM 


134 


O 


HOH 


W 


365 


41. 


.813 


72.155 


81. 


.960 


1. 


.00 


76. 


.60 


ATOM 


135 


O 


HOH 


w 


366 


5, 


.810 


63.614 


94 


.440 


1. 


.00 


41, 


.72 


ATOM 


136 


O 


HOH 


w 


367 


22. 


.833 


66.006 


98 


.308 


1 


.00 


65, 


.79 


ATOM 


137 


O 


HOH 


w 


368 


21. 


.384 


36.791 


76 


.692 


1 


.00 


59, 


.29 


ATOM 


138 


O 


HOH 


w 


369 


38. 


.765 


52.950 


92 


.219 


1 


.00 


27, 


.87 


ATOM 


139 


O 


HOH 


w 


370 


46. 


.430 


68.991 


81 


.609 


1 


.00 


70 


.52 


ATOM 


140 


O 


HOH 


w 


371 


36. 


.973 


69.709 


83 


.153 


1 


.00 


33 


.81 


ATOM 


141 


O 


HOH 


w 


372 


22. 


.238 


4i,71S_ 


92 


„825_ 


1 


.00 


44 


.49 


ATOM 


142 


O 


HOH 


w 


373 


23 


.096 


80.189 


77 


.308 


1 


.00 


50 


.73 


ATOM 


143 


O 


HOH 


w 


374 


2. 


.790 


53.932 


81 


.478 


1 


.00 


50 


.22 


ATOM 


144 


O 


HOH 


w 


375 


3 


.292 


64.768 


94 


.055 


1. 


.00 


46 


.64 


ATOM 


145 


O 


HOH 


w 


376 


26 


.937 


79.257 


75 


.755 


1. 


.00 


47 


.21 


ATOM 


146 


O 


HOH 


w 


377 


45 


.046 


50.594 


85 


.873 


1. 


.00 


46 


.10 


ATOM 


147 


O 


HOH 


w 


378 


24 


.988 


68.312 


90 


.158 


1 


.00 


39 


.03 


ATOM 


148 


O 


HOH 


w 


379 


2 


.045 


61.203 


93 


.643 


1 


.00 


49 


.73 


ATOM 


149 


O 


HOH 


w 


380 


44 


.273 


56.110 


87 


.700 


1 


.00 


46 


.74 


ATOM 


150 


O 


HOH 


w 


381 


26 


.747 


76.462 


73 


.043 


1 


.00 


50 


.91 


ATOM 


151 


O 


HOH 


w 


382 


40 


.545 


70.889 


76 


.918 


1 


.00 


68 


.80 


ATOM 


152 


O 


HOH 


w 


383 


25 


.523 


80.486 


83 


.807 


1 


.00 


67 


.90 


ATOM 


153 


O 


HOH 


w 


384 


40 


.972 


36.296 


87 


.372 


1 


.00 


66 


.49 


ATOM 


154 


O 


HOH 


w 


385 


12 


.617 


56.710 


77 


.567 


1 


.00 


44 


.81 


ATOM 


155 


O 


HOH 


w 


386 


44 


.460 


48.054 


74 


.082 


1 


.00 


41 


.02 


ATOM 


156 


O 


HOH 


w 


387 


35 


.781 


73.896 


86 


.117 


1 


.00 


38 


.14 


ATOM 


157 


o 


HOH 


w 


388 


21 


.625 


80.398 


81 


.815 


1 


.00 


47 


.96 


ATOM 


158 


o 


HOH 


w 


389 


46 


.628 


56.635 


82 


.977 


1 


.00 


50 


.89 


ATOM 


159 


o 


HOH 


w 


390 


12 


.308 


51.573 


78 


.083 


1 


.00 


64 


.92 


ATOM 


160 


o 


HOH 


w 


391 


30 


.773 


39.420 


87 


.798 


1 


.00 


55 


.92 


ATOM 


161 


o 


HOH 


w 


392 


26 


.088 


65.110 


89 


.923 


1 


.00 


44 


.80 


ATOM 


162 


o 


HOH 


w 


393 


10 


.719 


70.886 


96 


.928 


1 


.00 


48 


.46 


ATOM 


163 


o 


HOH 


w 


394 


12 


.474 


47.243 


84 


.457 


1 


.00 


53 


.08 


ATOM 


164 


o 


HOH 


w 


395 


24 


.296 


71.312 


91 


.828 


1 


.00 


48 


.39 


ATOM 


165 


o 


HOH 


w 


396 


6 


.459 


50.108 


83 


.133 


1 


.00 


57 


.82 


ATOM 


166 


o 


HOH 


w 


397 


42 


.423 


66.213 


75 


.196 


1 


.00 


34 


.97 


ATOM 


167 


o 


HOH 


w 


398 


29 


.045 


53.518 


101 


.769 


1 


.00 


46 


.59 


ATOM 


168 


o 


HOH 


w 


399 


27 


.195 


39.655 


105 


.406 


1 


.00 


41 


.59 


ATOM 


169 


o 


HOH 


w 


400 


6 


.834 


56.385 


96 


.211 


1 


.00 


45 


.81 


ATOM 


170 


o 


HOH 


w 


401 


47 


.957 


50.138 


78 


.280 


1 


.00 


43 


.60 


ATOM 


171 


o 


HOH 


w 


402 


23 


.330 


36.461 


72 


.787 


1 


.00 


54 


.41 


ATOM 


172 


o 


HOH 


w 


403 


29 


.051 


79.533 


81 


.900 


1 


.00 


78 


.87 


ATOM 


173 


o 


HOH 


w 


404 


46 


.670 


55.026 


74 


.340 


1 


.00 


68 


.61 


ATOM 


174 


o 


HOH 


w 


405 


28 


.985 


78.746 


85 


.840 


1 


.00 


75 


.16 


ATOM 


175 


o 


HOH 


w 


406 


32 


.117 


68.589 


73 


.365 


1 


.00 


42 


.10 


ATOM 


176 


o 


HOH 


H 


407 


48 


.677 


52.842 


75 


.727 


1 


.00 


66 


.77 


ATOM 


177 


o 


HOH 


w 


408 


29 


.185 


36.245 


72 


.017 


1 


.00 


75 


.24 


ATOM 


178 


o 


HOH 


w 


409 


37 


.168 


67.596 


97 


.670 


1 


.00 


38 


.24 


ATOM 


179 


o 


HOH 


w 


410 


11 


.986 


77.352 


92 


.370 


1 


.00 


35 


.94 


ATOM 


180 


o 


HOH 


w 


411 


39 


.548 


63.174 


98 


.280 


1 


.00 


39 


.58 


ATOM 


181 


o 


HOH 


w 


412 


30 


.500 


79.967 


79 


.292 


1 


.00 


62 


.87 


ATOM 


182 


o 


HOH 


w 


413 


18 


.003 


41.205 


83 


.764 


1 


.00 


64 


.48 


ATOM 


183 


o 


HOH 


w 


414 


34 


.455 


37.242 


89 


.080 


1 


.00 


52 


.58 


ATOM 


184 


o 


HOH 


w 


415 


47 


.074 


60.938 


83 


.746 


1 


.00 


66 


.98 


ATOM 


185 


o 


HOH 


w 


416 


10 


.880 


54.535 


78 


.559 


1 


.00 


45 


.29 


ATOM 


186 


o 


HOH 


w 


417 


30 


.230 


76.830 


74 


.341 


1 


.00 


71 


.09 


ATOM 


187 


o 


HOH 


w 


418 


12 


.118 


81.147 


79 


.341 


1 


.00 


49 


.66 
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[04 5] 



1 1 — 2 49545 



ATOM 


188 


O 


HOH 


W 


419 


32.095 


ATOM 


189 


O 


HOH 


W 


420 


-0.301 


ATOM 


190 


O 


HOH 


W 


421 


10.822 


ATOM 


191 


O 


HOH 


W 


422 


23.374 


ATOM 


192 


O 


HOH 


W 


423 


20.016 


ATOM 


193 


O 


HOH 


W 


424 


15.833 


ATOM 


194 


O 


HOH 


W 


425 


43.534 


ATOM 


195 


O 


HOH 


W 


-426 

427 


11.933 

20.777 


ATOM 


196 


O 


HOH 


W 


ATOM 


197 


O 


HOH 


W 


428 


22.392 


ATOM 


198 


O 


HOH 


W 


429 


29.340 


ATOM 


199 


O 


HOH 


W 


430 


23.237 


ATOM 


200 


O 


HOH 


w 


431 


13.654 


ATOM 


201 


O 


HOH 


w 


432 


27.904 


ATOM 


202 


O 


HOH 


w 


433 


44.213 


ATOM 


203 


O 


HOH 


w 


434 


2.129 


ATOM 


204 


O 


KOH 


w 


435 


13.993 


ATOM 


205 


O 


HOH 


w 


436 


31.644 


ATOM 


206 


O 


HOH 


w 


437 


9.462 


ATOM 


207 


O 


HOH 


w 


438 


21.613 


ATOM 


208 


O 


HOH 


w 


439 


22.202 


ATOM 


209 


O 


HOH 


w 


440 


18.118 


ATOM 


210 


O 


HOH 


w 


441 


13.762 


ATOM 


211 


O 


HOH 


w 


442 


33.277 


ATOM 


212 


O 


HOH 


w 


443 


34.442 


ATOM 


213 


o 


HOH 


w 


444 


30.640 


ATOM 


214 


o 


HOH 


w 


445 


40.813 


ATOM 


215 


o 


HOH 


w 


446 


33.012 


ATOM 


216 


o 


HOH 


w 


447 


25.130 


ATOM 


217 


o 


HOH 


w 


448 


7.584 


ATOM 


218 


o 


HOH 


w 


449 


42.214 


ATOM 


219 


o 


HOH 


w 


450 


8.915 


ATOM 


220 


o 


HOH 


w 


451 


15.963 


ATOM 


221 


o 
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